even if one assumes that upstream ACA sequences do impact MazF-mediated regulation, the likelihood of the gfp reporter construct showing this effect is very low, since only 36 genes from a pool of thousands with upstream ACA sequences were found to be upregulated by MazF.
In summary, the data presented by Nigam et al. (1) do not support the conclusion that MazF cleavage at ACA sequences in mRNA 5= UTRs leads to their increased translation. We propose that the genes described by Nigam et al. as being expressed more highly upon MazF induction are regulated indirectly as a consequence of widespread RNA processing by MazF. Consistent with this idea, for the 42 proteins identified by Nigam et al. as being upregulated by MazF, the corresponding genes are significantly enriched for genes whose expression is responsive to the stress-associated factors 38 and 32 (20/42 genes are upregulated upon 38 expression [7] , and 13/42 are transcribed by RNA polymerase associated with 32 [8] ; binomial-test P ϭ 1.6eϪ09). Lastly, we note that the notion of a "stress-induced translation machinery" has not withstood careful additional and independent scrutiny by the field (9, 10) and that these very relevant studies were not cited by Nigam et al. 
